Caution: Federal law restricts this device 1o sale by or on the order of a
physician {or properly licensed practitioner}. |Rx ONLY]

INSTRUCTIONS FOR USE

DEVICE DESCRIPTION
CoSeal Surgical Sealant [CoSealy is composed of two synthetic polyethylene
glycols (PEGS), a gilute hydrogen chioride solution and a sodium phosphate/
sodium carbonate solution

These components come in a kit that includes an applicator(s). At the time of
administration, the mixed PEGs and solulions form a hydroge! that artheres 1o
tissue,

The CoSeal kit includes:

LIQUID COMPONENTS PCUCH: The Liquid Components Pauch consisls of
lwo syringes, containing solutions, which are pre-assembled inta a housing. A
Lransfer port closure is attached to the housing assembly to aliow mixing of the
PEG powders into the correct syringe. A dlip is allached to the pluager rod of
the syringe thatl does nal require mixing wilth the PLG powders.

POWDER COMPONENT POUCH: The Powder Component Pouch consists of
a syringe containing two PEG powders and a desiccant packet.

APPLICATOR POUCH: Each applicalor pouch contains Lwo applicators,

INOICATIONS

CoSeal is indicated for use in vascudar reconslructions to achicve adjunctive
hemostasis by mechanically sealing areas of leakage

CONTRAINDICATIONS

There are no known conlraindications for this device.
WARNINGS

Do not inject CoSeal inta vessels,

CoSeal is intended for use as an adjunctive seatant and is not Lo be used in
place of sulures, staples or mechanical closure.

CoSeal swells up ta four Limes its volume within 24 hours of application and
additional swelling may occur as the gel resorbs. Therefore, surgeons
should consider the maximum swell volume and its possible effect on
surrounding anatomic structures potentially sensitive 10 compression.

PRECAUTIONS
Tne safety and performance of CoSecal have not been eslablishexd in children
and pregnant women.

In vive testing demonstraled a mild skin sensilization response in an animal
modol. Similar testing in humans has not been conducted.

During clinical investigations, the votume of CoScal used por patient 1o
effectively seal a typical vessel ranged from 2 mL 1o 16 mL. The maximum
volume of CoSeal 10 be used per patient will be based ugon the surgical
procedure, such as the number and size of vessets 1o be realed. The salely of
CoSeal has not been evaluated in patients receiving more than 16 mi

ADVERSL EVENTS

In a prospective, randomized, controlled multicenter Lrial, 148 paticnts, wore
treated with CaSeal or the control {abserbable gelatin sponge/thrambin
hemostat). Tabie 1 shows the averall adversc cvents reported for CoSeal
treated and control patients Tor the 10 most commonly reported events. The
results are similar between the two lreatment groups and are representative of
events expectied from patients undergoing vascular surgery Tor vascular
access and occlusive vascular disease.

There were lwa deaths in the study. One control patient died during the study
due to cardioputmonary arrcst. A second contral patient died al sepsis and
carbon dioxide narcosis with respiratory arrest.  Five weeks post treaument,
this patient had surgery for a duodenal uicer with hemaorrhage,

Table 1: Adverse Events

Adverse Cvent CoSeal (n=74) " Control (n=74]
Frema “1418.9%) 11 {14.9%)
Elevated Temperature »101F" 10 {13.9%) 8 (11.1%;}
Erylhema 10 (13.5%) 7 49.5%)
Infeclion 8 (10.8%] G {8.1%)
Fhrombosis 6 (8.1%) 8 (10.8%)
Qcclusion 6 (8.1%¢G) 7 19.5%:)
Hematoma 5 {6.89%) 34.1%)
Anemia 3 (4.1%) 4 {5.4%)
Nan-Healing Wound ™ 4 (5.4%) 2 {2.7%)
Bleeding™* 4 (5.4%) 1 {1.4%)

* Temperalura data was collected on 72 patients from each reaiment group

** The non-healing wound was not al the treatment site for 3 of the § patients
{1 conlrol, 2 CaSeal patients).

*** Bleeding was not at the trcatment sile for 3 of the 5 patients (3 CoSeal
patienls}.

When cvaluating the total adverse evenis reported in the study, there were
185 events in CoSeal reated patienis and 157 in Control patieris. This is a
difference of 34 more events in the CoSeal group. In evaluating this difference,
it was found that onc CoScal reated patient contributed 35 adverse avents
which represents more than the total difference belween uvealiment groups
Fram the wotal of 336 events only two (both controls) wece auributed Lo the
trealment material by the atiending surgeon. The remaining 334 evenls are
not related Lo the lrealment malerial in the opinion of Lhe treating physicians.
It is concluded that there was not an unexpected adverse event finding. cither
by cvent type or number, attributed o 1the use of CoSeal. The sale use of
CoSeal for sealing peripheral vascular recanstructions is suppored by the
findings of this randomized controlled dinical swdy,

CLINICAL STUDLES

U.5. Multicenter Study

Study Design and Objeciives: A prospectve, randomized, contolled
multicenter trial was conducted Lo evatuale the salety and effectiveness of
CaoSeal versus an absorbable gelatin sponge/thrombin hemostal 1o seal
anastomalic sulure lines in patients ondergoing placement of penpheral
vascular grafls. An equivalence hypothesis was used. One hundred and forty
eight {M8) patients were treated with CoSeal or the control at nine centers.
This study was designed o evaluale whether the CoSeal Success rate was
equivalent 16 the success rate for the control.

Tabie 2: Patient Accountabiity

CaSeal Cantrol
Number Patients Treatecd T4 74
Number Pauents with 1 Site Treated 12 20
Number Patients wilh 2 Siles Treated 62 54
Total Number of Sites Trealed 136 128

Table 3: Patient Demographics by Age and Gender

CoSeal (N=74) Cantrol {(N=74)

Age [yoars)

Mean t s.d. 63+ 13 61+ 14

Median 64 63

Range 23 -87 22 -85
Males 41 ’ 7
Females 33 37
‘Surgical Procedure :

Bypass 29 (39%) 26 (35%)

AV-Shunt 43.(58%) 44 (59%)

Ciher 2 (3%4) 4 (5%

Primary Endpoint: The primary effectiveness oulcome parameter measured
was the cessation of bleeding (scaling} at a reaiment site within 10 minutes,

Secondary Endpoint: The secondary measurce of effecliveness was Lhe Time o
Sealing (the number of seconds from the time circulalion is rostored Lo the
graft until the Llime bieeding has ceased al the sile). Immediate sealing is
defined as no bleeding when circulation was resiared Lo the grafl fimmediate
sealing = 0 seconds)

Table 4: Patients Achieving Complete Sealing
All Treated Patients {Success/Total] {%)

CoSeal Contraf
Immediate {0 seconds) F4/74 (32%) 12774 (16%}
Within 10 Minutes (cumulative) 60/74 {81%} S84 (718%)

Table 5: Patients Achieving Complete Sealing by Surgical Group
All Treated Patients [Success/Total]” (%)

CoSeal Control
Bypass Grafis 20/29 {69%) © 1826 (69%)
AV-Shunts 40/43 (93%) 37/44 (B4%)

* Patch grafts not repocled
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Table 6: Sites Achieving Immediate Sealing
by Degree of Pretreatment Bleeding, All Treated Sites

CoSeal “Control
Qaiing 50% 26%
Brisk 41% 3%

Table 7: Cumulative Number of Patients with
Comptete Sealing aver 10 Minutes
All Treated Patients (95)

CoSeal (N=74} Contral (N=74)
Immediate {0 seconds} 24 (32%) 12 [16%)
-1 Minue 34 (46%) 19 (26%)
0-3 Minulas 48 (65%} 29 (39%)
Q-3 Minutes 55 (T4%) 42 {57%)
(-10 Minutes 60 (B1%4) 58 (18%!)

Malliple analyses were conducled 1o evaluate the effcctiveness data by
reaiment siie and by paticnt. Thesn analyses demonstrated that the siudy
objeclives were met when the data was analyzed by patient as well as by sile

European Muiticenter Study

A multi-center non-randomized clinical sludy was performed in Germany and
The Netherlands with 131 patients treated in 10 centers. This trial was
conducted 10 evaluale the safety and effcctiveness of CaoSeal 1o seal
anastomotic suture lines in patients undergoing placement of pernpheral
vascular grafts using various types of graft materials.

Table 8: Patients Achieving Sealing within 10 Minutes by Surgical Group

Success/Total (%}
Bypass Gralts . T5/93{81%)
AV-Shunts 25/27 (33%)
Arteriotomies . T A1-{(100%)
Total 113/131 (B5%)

Three different graft materials, PTFE, Dacron and aulofogous vein were used.
The primary performance cutcome was to achieve successful sealing within
10 minutes.

Table 9: Patients Achieving Sealing by Gralt Material
Sealed within 10 Minutes Success/Total (%)

PTFE Grafts | 48765 (74%)
Dacron Grafts 19/20 [95%)
Autologous Grafts 44/46 (96%)

There were no significant adverse events related o product use reported n
the: European multi-center trial. The cvenls reparted were typical of patients
with clinical conditions lcading to vascular surgeries. One patient died during
the study. The invesiigatar indicated the myocardial infarction and death of this
palicrit were “definitely not” sealant related.

DIRECTIONS FOR USE

HOW SUPPLIED

CoScal and its accessories are latex-free,

CoSeal is supphed as a slerile single use only unil. Do nat re-sterilize any
campanents. Discard unused material.

CoSeal has a slight odor that does not alfeel ils acceptabitity for use
Additional applicators may be purchased separately.
Da not use if pouches, syringes or luer lock caps arc damaged or opened.

STORAGE CONDITIONS

Stare CoSeal al room temperalure: (approximately 25°C).

MIXING INSTRUCTIONS

= Use CaSeal within 2 hours of preparation.

» llsing aseptic technique, open cach pouch and transfer contents inlo the
sterile field. In tha sterile Tield, prepare the liquid and powder components
as descrbed below.

1. Remove the luer £ap on the ransfer port closure. Do not remove Lthe
syringe clip.
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2. Remgove the luer cap from the powder syringe.,

powder syringe .
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3. Connect the powder syringe 1o the opening on the ransler port closure,
Transfer Lhe liquid inte powder by forcefully depressing the piunger. Mix
contents back and forth between the syringes unlil the salid is complololy
dissolved {18-20 timesh. Push oriire conlents into the syringe: contained
in the syringe housing. H

syrninge housing

transfer part ™.
closwe . -

i . “ - lpvers :
powdin syringe

4. Discngage the powder syringe by delaching Lthe wransler port closure as
follows:
- Grasp lhe powder syringe barrel
H » Press the levers on Lhe syringe housing
H = Pull both Lthe emply powder Syringe and transfer porl clasure from Lhe
hausing.

i syringe clip --
syinge housing
transler port - e

closwre

™ lgvers

-
powder syringe

5. Holding the syringe tips up, {evel syringe plungers and rolale the syringe |
clip to connect w other plunger. Hold Lthe syringe upright and expet all aic.

i 6. 5nap the applicalor onto Lhe end of the syringe housing. CoSeat is now
i ready 10 use. Il a clear gel is desired, wait approximately 3 minutes alter
mixing.

APPLICATION
Note: For peripheral vascutar grafi procedures, restore biood circulation 1o the
surgical site 10 expand the graft. Reclamp to stop circulation.
1. Aspirate excass blood and blot or air ary ail surlaces prior to application.
2. Hold the applicalor approximatety 3 cm from the site [touching Lhe site or
holding more than & cm from the site is not recommended]. Apply sealant
loreibly to enhance mixing, moving quickly alang the anasiomotic site.
If CoSeal is o be applied to anolher site several minutes afler first
application, immediately wipe the applicalor tip with gauze and set device
upright to prevent clogging.
Apply a uniform layer of sealant Lo the treatment site. Il necessary, ratate the
site and bend the applicator to facilitate exposure of alt surfaces. Overlap
the application slightly to ensure complete coverage of the realment ste.
Faliowing application wail 2t feait 60 s¢ efore resioring circulation,
applying irrigation. blotling with gauze, of ning ihe sealant.
If the malerial remains “watery” and does nol gel within appraximately 30
seronds, flush the site with saline, and aspirate Lhe malerial
LI the trealed site fails 10 scal, bloldbe surface dry. Reclamping the vessel
may be required Lo dry the fiekd for reapplication of CoSeal. Reapply sealant.
Do not disturb the sealant. if the sealant docs not seal, flush the site with
saline, aspirate and use slandard Lreatment.
Il e applicator becomes clonged, replace i with 2 now applicator as
follows. Press the ribbaed surface of levers on the syringe housing and
reme the clogged applicator, Altach the new appficator.
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